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Applicant's response to species election of 5/5/2009 is acknowledged. Applicant 
elected Tween, superdex 200, Naci, HEK293T and hiseTag tag for examination 
purposes with traverse. In view of applicant's traversal arguments all species are hereby 
rejoined. 

Claims 1-32 are under examination on the merits. 

Claim Rejections - 35 USC § 103 

The following Is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-32 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
McCarthy (U.S. Patent No. 7,446,181, issued Nov. 4, 2008) in view of current large 
scale recombinant protein isolation and purification methods. McCarthy In columns 81- 
82 teaches a large scale method of hDkk3 (a mammalian Dkk protein) production 
involving harvesting culture media from 293Tcells transfected with hDkk3-3flag DMA, 
wherein said Dkk protein is secreted into the media, loading the media onto an affinity 
column, eluting the Dkk protein fraction (which displayed a molecular weight of 40-65 
kDa under SDS-PAGE gel stained by coomasie) and dialyzing (purifying said protein) in 
phosphate buffer saline, thereby obtaining a concentrated hDKK3 solution. In column 54 
McCarthy teaches that detergent (such as triton X-100, Tween, etc.) addition to Dkk 
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protein solution may lielp l^eeping said proteins in solution. Mc Carthy also teaches 
about hDkk1-4, mDkkl, XDkkl etc. See tables ll-IV. 

McCarthy does not teach utilizing specific EDTA or tween concentrations taught 
in claims 9-1 1 , additional columns such as size exclusion chromatography, addition of 
protease inhibitors for mammalian Dkk protein purification, addition of His or c-myc tags 
to DNA encoding Dkk protein(s), or lyophilizing said protein after isolation. 

Current large scale protein isolation and purification techniques teach the types 
and number of affinity columns , protease inhibitors (which protect proteins against 
protease attack), EDTA (to extract non desired metals and ions), the types of affinity 
tags (to aid purification) and detergent (to keep the protein soluble in solution) 
concentrations to be used and ways of storing said isolate proteins (in dry (lyophilized) 
form or in solution) for any desired protein. 

At the time the invention was made, it would been obvious to one of ordinary skill 
in the art to start with the method of McCarthy and fine tune it in terms of salt, EDTA 
and detergent concentrations needed, the types of affinity columns and protease 
inhibitors and affinity tags to be used etc. and optionally lyophilizing said isolated 
proteins, according to current protein large scale isolation and purification techniques, 
depending on the type of Dkk protein to be purified, focusing on obtaining high yield and 
activity. Since all Dkk proteins specially hDkk1-4 are very similar in structure, it is 
reseanoably expected that the method of McCarthy in view of current large scale protein 
isolation and purification techniques may be easily applicable to each protein thereby 
resulting in purified proteins including hDkkl of this invention, which would inherently 
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have a molecular weight of 40kD (see claim 28) or average molecular mass of 36-46 kD 
(see claim 29) with a His or c-myc tag, rendering the invention obvious. 

One of ordinary skill in the art is motivated in purifying the Dkk proteins (including 
hDkk 1-4) of McCarthy because said proteins are known to inhibit Wnt signaling, which 
may lead to cancer. 

Finally, one of ordinary skill in the art has a reasonable expectation of success in 
conducting the methods of McCarthy in view of current large scale protein purification 
and isolation techniques and isolating the Dkk protein(s) because methods of isolating 
and purifying recombinant proteins are well established in the prior art. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Maryam Monshipouri whose telephone number is (571) 
272-0932. The examiner can normally be reached on Tues.-Fri., from 7:00 a.m to 5:30 
p.m.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on (571 ) 272-081 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to tine Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Maryam Monshipouri/ 

Primary Examiner, Art Unit 1656 

*** 



